tion, and HSV-1 was later isolated from these specimens. Ten days after the onset of symptoms, he had persistent odynophagia and nausea, for which rehydration was instituted along with parenteral acyclovir (5 mg/kg every 8 h). Symptoms improved over the next 48 h, and oral acyclovir was substituted to complete a total of 14 days of therapy. Total white blood cells (WBC) count was 5.5×10 9 /L, and HIV serology was negative at the time of presentation. Case 2: A 36-year-old man was admitted with a four-day history of fever, headache, retrosternal and epigastric pain, sore throat and odynophagia. He denied prior orogenital herpes infection, but his new male sexual partner was recently treated for a genital HSV infection. Homosexuality was his only risk factor for HIV infection. Physical examination was significant for a fever of 38.2°C, bilateral tender cervical adenopathy and multiple pharyngeal ulcers and vesicles from which HSV-1 was cultured. Total WBC count was 5.8×10 9 /L with CD4 lymphocyte counts of 1.1×10 6 /L, and he had a negative serology for HIV. Endoscopy revealed a single 8 mm linear erosion at the gastroesophageal junction with typical histological changes of herpetic infection. Intravenous acyclovir was started on the day of presentation with a slow but gradual symptomatic improvement. The patient was switched to oral acyclovir on day 6 to complete a total of two weeks of therapy. One year after this episode, his HIV serology remained negative. Case 3: A 37-year-old man was evaluated in the emergency room with a two-day history of odynophagia with postprandial, retrosternal burning and epigastric cramps. He had a remote history of two episodes of buccal ulcers and had no known risk factor for HIV infection. Multiple small (less than 5 mm) ulcers were seen at endoscopy in the distal esophagus.
Results of the biopsies from these lesions were suggestive of herpes infection. Total WBC count was at 7.4×10 9 /L, and HIV serology was negative. Rapid symptomatic improvement occurred with intravenous acyclovir during the first two days followed by oral acyclovir for another 10 days. At one year follow-up, he tested negative for HIV antibodies.
PATHOLOGICAL FINDINGS
Multiple levels from each of the paraffin blocks were stained with hematoxylin-phloxin-safran and reviewed by two pathologists. The following light microscopy observations were found in all three cases: ulceration with acute inflammation, typical cytopathic epithelial changes with Cowdry type A intranuclear inclusions and ground glass multinucleated giant cells. These findings are compatible with a diagnosis of herpetic esophagitis (6) .
DISCUSSION
HSV esophagitis is considered an opportunistic infection and usually occurs in patients with defects in cell-mediated immunity. The three patients had no clinical evidence of immunosuppression, normal levels of circulating leukocytes and negative serological testing for antibodies against human immunodeficiency virus (HIV-1 and -2). CD4 lymphocyte count was measured in only the second patient and was within normal range.
HSV infection of visceral organs usually results from viremia, and multiple organ involvement is common. However, esophagitis may result from the direct extension of oropharyngeal disease into the esophagus or may occur by reactivation of HSV and spread of the virus to the esophageal mucosa by way of the vagus nerve (1). Patient 2 had active HSV pharyngitis, but esophageal infection was restricted to the distal esophagus. Concommittant oropharyngeal and esophageal disease was present in only five of 31 individuals with IHSE in a recent review by Galbraith and Shafran (9) . Patient 3 gave a history suggestive of prior HSV stomatitis, and his esophagitis could have represented a reactivation. The typical clinical presentation of IHSE as previously described (9) is that of a young male with the acute onset of the triad consisting of odynophagia, fever and retrosternal chest pain. Our patients presented in a similar fashion. The fact that the three cases presented over four months suggests that this condition could be under-recognized, given that IHSE is rarely reported.
Although double-contrast esophagography has demonstrated multiple small linear ulcers in patients with IHSE (10), definitive diagnosis must rely on endoscopic biopsy samples for histological examination and virus isolation. Typically, endoscopy reveals erythema and ulcers in the mid and/or distal esophagus, and there may be overlying exudate. Endoscopic findings are nonspecific, and can be confused with candida, cytomegalovirus or peptic esophagitis (5,9,11). HSV-1 was isolated from two of our patients in whom viral culture was attempted. This correlates with the findings of Galbraith and Shafran (9) who reported that all HSV isolated in IHSE were type 1. This predominance of HSV-1 is expected given its greater frequency relative to HSV-2 as the cause of orolabial herpes infection (1) .
IHSE is believed to be self-limited and usually resolves over two weeks without specific therapy (7, 9) . However, spontaneous esophageal perforation complicated by mediastinitis and gastrointestinal bleeding has been reported (12, 13) . Although no clinical trial has confirmed the efficacy of acyclovir in IHSE, it may prevent complications and accelerate the resolution of symptoms, if started during the symptomatic period of this syndrome.
This report confirms that herpes simplex esophagitis can occur in apparently immunocompetent individuals. Diagnosis is dependent on clinical suspicion, and prompt initiation of antiviral treatment can provide symptomatic relief. Given the frequency of esophagitis in patients with HIV infection it is prudent to rule out coexisting HIV infection.
